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SUITABILITY PETITION

This petition is submitted pursuant to 21 CFR parts 10.20 and 10.30, as provided for in 21 CFR
314.93, and Section 505(i)(2)(c)  of the Federal Food, Drug and Cosmetic Act to request the
Commissioner of the Food and Drug Administration to declare that the drug product Cefadroxil
Hemihydrate Dispersible Tablets, 125 mg, 250 mg and 500 mg, are suitable for submission as an
abbreviated new drug application (ANDA).

A. Action Requested

The petition is submitted for a change in dosage form of the drug product from “powder for

oral suspension” and “capsules” to “dispersible tablets”. The listed drug product is Duricef@

for oral suspension 125 mg/5 n-L, 250 mg/5 mL and 500 mg/5 mL and also Duricef@
Capsules 500 mg manufactured by Bristol Myers Squibb Company. Cefadroxil will be
marketed as dispersible tablets in dosage strengths of 125 mg, 250 mg and 500 mg. The
drug, the route of administration and the recommendations for use are the same as the listed
drug product. The proposed product would differ only in dosage form from Bristol Myers
Squibb’s marketed product.

The proposed drug product is expected to demonstrate bioequivalence to 500 mg/5ml
suspension and 500 mg capsule dosage forms of the listed product, which will be submitted
at a later date.

B. Statement of Grounds

Dispersible tablet is presented for administration by dispersing a single tablet in a specified
amount of water.

The new dosage form would be a better alternative to the powder for oral suspension with
regards to the following advantages:

Unit dose dispensing.
Convenience to the patient with respect to the administration during traveling.
Storage of the product will not require special condition like refrigeration.
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F.

Better precision of dosage over the traditional teaspoonful.
Ease of carrying.

Additionally, the 500 mg dispersible tablets can also be a viable alternative to the capsule
dosage form for geriatric patients who have problems swallowing the solid oral dosage
forms.

As the proposed product will differ only in dosage form, and the indications, strength, route
of ad,ministration,  intended patient population and recommendations for use remain the same
as Bristol Myers Squibb’s marketed product, therefore there will be no difference in the
safety and efficacy of the proposed dispersible tablets.

A package insert of Bristol Myers Squibb’s Duricef@ is attached along with the draft
package insert of the proposed Cefadroxil Dispersible Tablets.

Pediatric Use Information ‘I

As the package insert of Bristol Myers Squibb’s DuricefB for oral suspension contains
adequate dosing and administration information for the pediatric population, no additional
studies are required.

Environmental Impact

An environmental assessment report on the action requested in this petition is not required
under 2 1 CFR 25.24.

Economic Impact

The petitioner does not believe that this is applicable in this case, but will agree to provide
such an analysis if requested by the Agency.

Certification

The undersigned certifies that to the best of its knowledge, this petition includes all
information and views on which the petition relies, and that it includes representative data
and information known to the petitioner, which are unfavorable to the petition.

Sincerely, I‘

Nicholas M. Fleischer, R.Ph., Ph.D.
Director of Biopharmaceutics
THE WEINBERG GROUP INC.



CEFADROXIL DISPERiIBLE  TABLETS
Rx only

DESCRIPTION
Cefadroxi l  USP (hemihydrate)  is a  semisynthetic  cephalosporin  antibiotic  intended  for oral
administration.  It is white  to off- white  crystalline  powder.  It is slightly  soluble  in water  and it is
acid-stable.  It is chemically  designated  as 5-Thia-  1- azabicyclo  [4.2.0]  act-2-ene-2-carboxylic
acid,  7-[[amino  (4-hydroxyphenyl)  acetyl]  amino]-3-methyl-S-oxo-,  hemihydrate,  [6R-[6a, 7p
(R*)]]-.u It has the formula  CXHITN~O$*  112 Hz0 and the molecular  weight  of 372.39. It has the
following  structural  formula:

Each dispersible tablet for oral administration contains Cefadroxil hemihdyrate equivalent to 125 mg, 250
mg or 500 mg cefadroxil. *

The inactive ingredients will be furnished when ANDA is submitted, since this is proprietary information.
The inactives  are GRAS ingredients at the appropriate levels.

CLINICAL PHARMACOLOGY * .

Cefadroxil is rapidly  absorbed  after oral administration.  Following  single  doses  of 500 and 1000
mg, average peak serum.  concentrations  were approximately  16 and 28 mcg/mL,  respectively  .
Measurable  levels  were present  12 hours  after  administration.  Over  90% of the drug  is excreted
unchanged  in the urine  within 24 hours.  Peak urine concentrations,  are approximately  1800
mcg/mL  during  the period  following  a single  500-mg  dose.  Increases  in dosage  generally  produce
a proportionate  increase  in cefadroxil  urinary  concentration.  The  urine  antibiotic  concentration,
following  a l-g dose,  was maintained  well  above  the MIC of susceptible  urinary  pathogens  for 20
to 22 hours.

Microbiology
In vitro tests demonstrate  that the cephalosporins  are bactericidal  because  of their  inhibition  of
cell-wall synthesis. Cefadroxil has been  shown  to be active  against  following  organisms  both irr
vitro and in clinical infections (see INDICATIONS AND USAGE):
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Beta-hemolytic  streptococci
Staphylococci, including  penicillinase-producing  strains
Streptococcus (Diplococc~s)  pwzimoniae
Escherichia coli
Protus  mirabiiis
Kkbsidla  species
A4oraxdla  (Branhamella)  catarrhalis

. .

Note:  Most strains  of Entuococctrs  fk.uIi.s (formerly Strqdococcw  fawalisj  and Enterococct~s
fadurn  (formerly  Stwptococcus  fadurn)  are resistant  to cefadroxil.  It is not  active  against  mdst
strains o f  Entwobacter  species,  Morgattdla  morgdi (formerly  I’rotws morganii),  and 1’.
v&wri.x It has no activity  against  / !wdomt~~~~~.s species and Acilu fohudu  i:rrk:l,rr~~lic:lt,s
(formerly  Mma and Lkrdla species).

Susceptibility tests : Diffusion techniques
The  use of antibiotic  disk susceptibility  test  methods  which  measure  zone  diameter  give an
accurate estimation  of antibiotic  susceptibility. One such standard procedure’  which  has been
recommended  for use with  disks  to test susceptibility  of organisms  to cefadroxil  uses  the
cephalosporin  class (cephalothin)  disk.  Interpretation  involves  the correlation  of the diameters
obtained  in the disk test with  the minimum  inhibitory  concentration  (MIC) for cefadroxil.
Reports  from the laboratory  giving  results  of the standard  single-disk  susceptibility  test with a 30
mcg cephalothin  disk should  be interpreted  according  to the following  criteria  :

. .

Zone Diameter (mm) Interpretation

> 18 (S) Susceptible

IS - 17 (I) Intermediate  l

. <I4 (R) Resistant

A report  of “Susceptible”  indicates  that the pathogen  is likely to be inhibited  by generally
achievable  blood  levels.  A report  of “Intermediate  susceptibility”  suggests that the organism
would  be susceptible  if high dosage  is used  or if the infection  is confined  to tissue  and fluids  (eg,
urine)  in which high antibiotic  levels  are attained.  A report of “Resistant”  indicates  that achievable
concentrations  of the antibiotic  are unlikely  to be inhibitory  and other  therapy  should  be selected.

Standardized  procedures  require the use of laboraitory  control organisms. The 30 mcg
cephalothin  disk should  give the following  zone  diameters  :

Organism

Staphylococcus awwts ATCC  25923

Escherichia coli  ATCC  25922

Zone Diameter (mm)

29 - 37

17-22
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Dilution Techniques
When  using  the  NCCLS agar dilution  or broth  dilution  (including  microdilution)  method2  or
equivalent,  a bacterial isolate may be considered  susceptible  if the MIC (minimum  inhibitory
concentration)  value for cephalothin  is 8 mcg/mL  or less. Organisms  are considered  resistant  if
the MIC is 32 mcg/mL  or greater.  Organisms  with  an MIC value of less than 32 mcg/mL  but
greater than 8 mcg/mL  are intermediate.
As with standard  diffusion  methods,  dilution  procedures  require  the use of laboratory  control
organisms.  Standard  cephalothin  powder  should  give MIC values  in the range  of 0.12 mcg/mL
and O.Smcg  Id. for Staphylococct~s  aweus  ATCC  29213,  For  Escherichia  co/i ATCC 25922,
the ,MIC range  should  be between  ‘4.0 mcg/mL  and 16.0 mcg/mL.  For ,\‘trptc~coccu.sJir~caIi.~
ATCC 29212,  the MIC range  should  be between  8.0 and 32.0 mcg/mL.

INDICATIONS AND USAGE
Cefadroxil is indicated  for the treatment  of patients  with  infection  caused  by susceptible  strains  of
the designated  organisms  in the following  diseases  :

Urinary tract  infections  caused  by E. cd, Y.mirabilis,  and Klebsidia species.

Skin and skin structure  infections  caused  by staphylococci  and/or  streptococci.

Pharyngitis  and/or tonsillitis  caused  by Streptococcus  pyogenes  (Group  A beta-hemolytic
Streptococci).
Note: Only  penicillin  by the intramuscular  route of administration  has been  shown to be effect:;  t:
in the prophylaxis  of rheumatic  fever. Cefadroxil  is generally  effective  in the eradication  of
streptococci  from the oropharynx.  However,  data establishing  the efficacy  of cefadroxil  for the
prophylaxis  of subsequent  rheumatic  fever  are not  available.
Note: Culture  and susceptibility  tests should  be initiated  prior  to and during  therapy.  Renal
function  studies  should  be performed  when  indicated.

CONTRAINDICATIONS
Ccfadrosil  is contraindicated  in patients  with  known  allergy to the cephalosporin  group of
antibiotics.

WARNINGS
BEFORE THERAPY WITH  CEFADROXIL IS INSTITUTED.  CAREFUL  INQUIRY  SHOULD  BE
MADE TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY
REACTIONS TO CEFADROXIL. CEPHALOSPORINS. PENICILLINS OR OTHER DRUGS. IF THIS
PRODUCT IS TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS. CAUTION SHOULD BE
EXERCISED BECAUSE CROSS-SENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS
BEEN CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A
HISTORY OF PENICILLIN ALLERGY.
IF AN ALLERGIC REACTION TO CEFADROXIL OCCURS. DISCONTINUE THE DRUG.
SERIOUS ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE TREATMENT WITH
EPINEPHRINE AND OTHER EMERGENCY MEASURES. INCLUDING OXYGEN.
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INTRAVENOUS  FLUIDS,  INTRAVENOUS  ANTIHISTAMINES,  CORTICOSTEROIDS,  I’RESSOR
AMINES,  AND AIRWAY  MANAGEMENT,  AS CLINICALLY  INDICATED.
Pseudomembranous colitis has been reported with all antibacterial agents, including
cefadroxil, and may range from mild to life-threatening. Therefore, it is important to
consider this. diagnosis in patients who present with diarrhea subsequent to the
administration of antibacterial agents.

Treatment  with antibacterial  agents alters the normal flora of the colon  and may permit
overgrowth  of clostridia. Studies  indicate  that a toxin produced  by IYostridiwn  u’&Jcile  is* a
primary  cause  of “antibiotic-associated  colitis”
After  the diagnosis  of pseudomembranous  colitis  has been established,  therapeutic  measures
should  be initiated.  Mild  cases  ofpseudomembranous  colitis  usually respond  to discotttinuatiotl
of the drug  alone. In moderate  to severe cases, consideration  should  be given  to management
with  fluids  and electrolytes,  protein  supplement&ion  and treatment  with an antibacterial  drug
effective  against  Chfridiwn  d#kilc.

J’RECAUTIONS
Genera1
Cefadroxil  should  be used  with caution  in the pres&ce  of markedly  impaired  renal tinction
(creatinine  clearance  rate of less than SO mL/min/l.73  M*) (See DOSAGE AND
ADMINISTRATION).  In patients  with known or suspected  renal  impairment,  careful  clinical
observation  and appropriate  laboratory  studies  should  be made  prior  to and during  therapy.
Prolonged  use of cet%droxiI  may result  in the overgrowth  of nonsusceptible  organisms.  Careful
observation  of the patients  is essential.  If superinfection  occurs  during  therapy, appropriate
measures  should  be taken.
Cefadroxil  should  be prescribed  with caution  in individuals  with  history  of gastrointestinal  disease
particularly  colitis. .

Drug/Laboratory Test Intel’actions
Positive  direct  Coombs’  tests have been reported  during  treatment  with the cephalosporin
antibiotics.  In hematologic  studies  or in transtision cross-matching  procedures  when  antiglobulin
tests  are performed  on the minor  side or in Coombs’  testing  of newborns  whose  mothers  have
received  cephalosporin  antibiotics  before parturition,  it should  be recognized  that a positive
Coombs’  test  may be due  to the drug.

. .

Carcinogenesis, Mutagenesis, and Impairment of Fertility: No long-term  studies  have been
performed  to determine  carcinogenic  potential.  No genetic  toxicity  tests have been performed.
Pregnancy :Pregnancy  Category  B: Reproduction  studies  have been  performed  in mice  and rats
at doses  up to 11 times  the human dose  and have revealed  no evidence  of impaired  fertility  or
harm to the fetus  due  to cefadroxil.  There  are, however,  no adequate  and well  controlled  studies  in
pregnant  women.  Because animal reproduction  studies  are not always predictive  of human
response,  this drug should  be used  during  pregnancy  only  if clearly needed.
Labor and Delivery: Cefadroxil  has not  been studied  for use during  labor  and delivery.  Treatment
should  only  be given  if clearly needed.



Nursing  Mothers: Caution  should  be exercised  when  cefadroxil  is administered  to a nursing
mother.
Pediatric Use: (See DOSAGE  AND ADMINISTRATION)

ADVERSE REACTIONS

Gastrointestinal

Onset  of pseudomembranous  colitis  symptoms  may occur  during  or after antibiotic  treatment
(See WARNINGS).  Dyspepsia,  nausea  and vomiting  *have  been  reported  rarely. Diarrhea  has
also occurred.

Hypersksitivity

Allergies  (in the form of rash, urticaria,  angioedema,  and pruritus)  have been observed.  These
reactions  usually  subsided  upon  discontinuation  of the drug. Anaphylaxis  has also been reported.

Other

Other  reactions  have included  genital  pruritus,  genital  moniliasis,  vaginitis,  moderate  transient
neutropenia,  fever,  and minor  elevations  in serum transaminase.  Agranulocytosis,  thrombocy-
topenia,  erythema  multiforme,  Stevens-Johnson  syndrome,  serum sickness,  and arthralgia  have
been  rarely reported.

In addition  to the adverse  reactions  listed  above  which have been observed  in patients  treated  with
cefadroxil,  the following  adverse reactions  and altered  laboratory tests have been reported  for
cephalosporin-class  antibiotics  :

. .

Toxic  epidermal  necrolysis,  abdominal  pain,  superinfection,  renal dysfunction,  toxic nephropathy,
hepatic  dys&nction  including  cholestasis,  aplastic  anemia, hemolytic  anemia,  hemorrhage,
prolonged  prothrombin  time,  positive  Coombs  test, increased  BUN,  increased  creatinine,
elevated  alkaline phosphatase,  elevated  aspartate aminotransferase  (AST), elevated  alanine
aminotransferase  (ALT),  elevated  bilirubin,  elevated  LDH, eosinophilia,  pancytopenia,
neutropenia.

. Several cephalosporins  have been implicated  in triggering  seizures,  particularly  in patients  with
renal  impairment,  when  the dosage  was not reduced  (see DOSAGE  AND ADM~ISTRATION
and OVERDOSAGE).  If seizures  associated  with  drug  therapy  occur,  the drug should  be
discontinued. Anticonvulsant  therapy can be given if clinically  indicated.

OVERDOSAGE
A study  of children  under  six years of age suggested*that  ingestion  of less  than 250 mg/kg  of
cephalosporins  is not associated  with  significant  outcomes.  No action  is required  other  than
general  support  and observation.  For amounts  greater  than 250 “g/kg, induce  gastric  emptying.
In five anuric  patients,  it was demonstrated  that an average  of 63% of a 1 g oral dose  is,extracted
from the body  during  a 6-8 hour  hemodialysis  session.
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DOSAGE AND ADMINISTRATION
Cefadroxil is acid-stable and may be administered orally without regard to meals.
Administration with food may be helpful in diminishing potential gastrointestinal complaints
ocassionally associated with oral cephalosporin therapy.

Adults
Urinary  Tract Infections  : For uncomplicated lower urinary tract infections (i.e. cystitis) the
usual dosage is 1 or 2 g per day in single (q.d.) or divided doses (b.i.d).
For all other urinary tract infections the usual dosage is 2 g per day in divided doses (b.i.d).
Skin and Skin Structure Infections  : For skin and skin structure infections the usual dosage is 1
g per day in single (q.d.) or divided doses (b.i.d).
Pharyngitis  and Tonsillitis  : Treatment of group A beta-hemolytic streptococcal pharyngitis
and tonsillitis - 1 g per day in single (q.d.) or divided doses (b.i.d) for 10 days.

Children
For urinary tract infections, the recommended daily dosage for children is 30 mg/kg/day  in
divided doses every 12 hours. For pharyngitis, tonsillitis, and impetigo, the recommended daily
dosage for children is 30 mg/kg/day in a single dose or in equally divided doses every 12 hours.
For other skin and skin structure infections, the recommended daily dosage is 30 mg/kg/day in
equally divided doses every 12 hours. In the treatment of beta-hemolytic streptococcal infections;
a therapeutic dosage of cefadroxil should be administered for at least 10 days.

See chart for toal daily dosage for children.

DAILY DOSAGE OF CEFADROXIL DISPERSIBLE  TABLETS
Child’s weight 125 mg 250 mg 500 mg

lbs kg
10 4.5 1 tab.
20’ 9.1 2 tabs. 1 tab.
30 13.6 3 tabs. 1 l/2 tabs
40 18.2 4 tabs. 2 tabs. 1 tab.
50 22.7 5 tabs. 2 112 tabs.
60 27.3 6 tabs. 3 tabs. 1 l/2 tabs.
70 & above 31.8+ 2 tabs.

In patients with renal impairment, the dosage of cefadroxil should be adjusted according to
creatinine clearance rates to prevent drug accumulation. The following schedule is suggested.
In adults, the initial dose is 1000 mg of cefadroxil and the maintenance dose (based on the
creatinine clearance rate [mLJmin/1.73  M2 1) is 500 mg at the time intervals listed below .

cefd-cp.doc
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Patients with creatinine clearance rates over 50 mL/min  may be treated as if they were patients
having normal renal tinction.

Cefadroxil Dispersible Tablets should be dispersed in one teaspoonfbl of water before
administration.

HOW SUPPLIED
Cefadroxil Dispersible Tablets 125 mg, 250 mg and 500 mg
Packaging size to be determined.

REFERENCES

1. National Committee for Clinical Laboratory Standards, Approved Standard, Performance
Standar&  for Antimicrobial Disk Susctqdibility  Test, 4th Edition, Vol. 10(7):M2-A4,
Villanova, PA, April, 1990.

2. National Committee for Clinical Laboratory Standards, Approved Standard: &Ieiho~?  j?~*
Dihtion Antimicrobial Susceptibility Tests*f>r Bacteria that Chw Aerobically, 2nd Edition,
Vol. lO(8): M7-A2, Villanova, PA, April, 1990.
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DURICEF film-coated tablets, 1 g, mntain  the following in-
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pyl  methyleell+xe,  magnesium stearate,  polyethylene gly-
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32.pgha& but. gr+er  t$.an 8 @a& am ia@mediata..
As with stan~~~~.methcds,  dilu$m  plw&+s  re
q&m the use of laborat&+  eon&o1  organisms. Standard
cephalothbx  powder should give MIC values in the rar@  of
q.12  pghnL and 0.5 &hnL  for Staphybxcws  auras  ATCC
29213. For”EschZchio  coli  ATCC 25922,“the  MlC range
should bs between 4.0 &mL and 16.e llglmL  For @repto-
mcms faecnh  ATCC 28212, the MIC  range should be be-
tween,8.0 and 32.0 p&L.

INDICATIONS AND USAGE
DURICEF (cefadmxil  monohydrate,  USP) is indicated for
the treatment of patients with infection caused by suswpti-
bte strains of the designated organisms in the following dis-
IXISW:
Urinary tract infections caused by E. co&  i-!  mimbilis,  and
Mebsiella  ape&s.
Skin and skin structure infections caused by staphylococEi
and/or streptococci.
Phsryngitis  and/or tonsillitis caused by Streptococcus pyog-
enes (Group A beta-hemolytic streptococci). .c
Note: Only pmicillii  by the intrsmuscular  mute of ati-
i&ration  has been showo  to be effective in the pmphylaris  of
rheumatic fever. DURICEF is generally effective in the
eradication of streptwxcci  fmm the ompharynx.  However,
data establishing the efficacy of DURICEF far the pmphy-
laxis  of subsequent rheumatic fever are not available.
Note: Culture and susceptibility tests should be initiated
prior to and during therapy. Renzd  function studies should
be performed when indicated.

CONTBAINDICATIONS
DURICEF (cefadroxil  monohydrate, USP) is contraindi-
cated in patients with known allergy to the cephalosporin
group of antibiotics.
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WARNINGS
BEFORE THERAPY WITH DURICEF IS INSTITUTRD,
CAREFUL  INQUIRY SHOULD BE MADE TO DETER-
MINE WHETI&R  TIIE PATIENT HAS HAD PRRVIOUS
HYPERSENSITIVITY REACTIONS TO CEFADROXIL,
CEFWAL4XPORINS,  PENICILLINS, OR OTHER  DRUGS.
IF THIS PRODUCT IS TO BE GIVRN TO PENICILLIN-
SENSITIVFa  PATIENTS, CAUTION SHOULD BE EXER-
CISED BECAUSE CROSMRNSlTMTY AMONG BEl’A-
LACTAM  ANTIBIOTICS HAB BEEN CLEARLY DOCU-
MENTED AND MAY OCCUR IN UP TO 16% OF
PATIENTS WITH A HISTORY OF PENICILLIN AL
LRRGY.
IF AN ALLERGIC RRACTION  TO DURICEF OCCURS,
DISCONTINUE THE DRUG. SERIOUS ACUTR IIYPRR-
SENSITIVITY REACTIONS b&$Y REQUIRE TREAT-
bfENTWlTHEPINEPHRINEANDOTHF,REMRRGENCY
MEASWS,  INCLUDING OXYGEN, INTRAVENOUS
FLUIDS, INTRAVENOUS ANTII?ISTAMINI$S,  CORTI-
CGSTR&C~@S,  PBESSOR  AMINRS,  AND AIRWAY I@&
AGEMENT, AS CJJNICALLY  INDICATED..

sll l thtct~r*I.agqnts,  induding c&droxil,~n”d
range  fwmmlld  to llfelhmatening.  Thor&m, itisimpw-
tant  to rclmidw tbb dirati  iwn&ients  who wesent

ofthe  colon and may permit ov&wvth  ofdostzidia.  Stud-
ies idicata that B toxin omdumd  by &s@idinm  &I%%&  is

A&c&  diagnosis d pmudomembrandus  cditis  has been
%stabIish&;  measures shoukl  be initiated. Mild

-1

J

cama of ps&&~ow  coliti  uwlly respond  tedis-
mntin”ation  of the drug done.  In modera~ t&l  severe cases,
con&de&ion  &uId  be givea  to management with fluids
and electmlytas,  pmt&supplementa&m  and treatment
with an a~tiW drug eiTe&ve againat CZostrZdium  difi
w.

PRECAU’lTONS
Gs3heml  +*
DURICEF should be used with caution in the presenoe of
WkedIy  impaired renal function &&inine  clearance rate
‘of lea.+  than 50 mUmi&.  I@).  (See DOSAGE AND AD-
,mTION.)  In patients with  known or suspected  re-
&II.  impaii&nt,  EarefuldinicaI  observ&n  and appmp+i-
ak lahomtwy studies should be made, prior to and during
t h e r a p y .
Pmlonged  use ofDURICEF  may result in the overgrowth pf
~ironsu&ptible  oganiama.  C@efuI  observation of the ph-
tie&  is essential. If sup’eridfeain  occyrs  during therapy,
appropriate  measures should be taken.
DURICRF@  (cefad&il  monohydrate,  USP) should be pre-
scribed with caution in individuals with history of gastmin-
t4#eimIw, psrticgarly  cditis.
lhug/l.atimtoy  Test bwters+m
Positive direct Coombs’  tests have been reported during
treatment with the cephalosporin  ant~bioti+  In hem&o-
logic stud&B  oy in transfusion  crusa-~tching  prwedur&
when &igIobuIin  .tes& 4re perf?rmed  on th$  minor &$e  or
in Cmmbd testiig of newborns xv&&e  mothers have re-
c&d ce~halosporin antib$tis before parturition, it,sh&d
he recognimd  that a positive Coanbs’test  n&be  due to the
b3
Carcinog&sis,  M&genesis. and kiipairment  of Fertility:
No Ioqgtei?p  studies:  hqe  been performed tq determine car-
cimg&ic  potenti~tio  gemtic  ‘bxicitj  t&s  have been per-
formed.
Rcignany:  ‘Pregnancy Categoj  B: Reproduction’ &dies
have been performed in mice and rata  at doses up to 11
times the h&wan dose and have revealed no’eviden&  of im-
mired f&iIitv  or h&m to the Fe&  due to cefadmxil mOn-
Lhydrate.  There &a,  however, no adequate and qrelt  con-
tmued  studies in pregnant women. Because animal repro-
duction studies are not always predictive of human
response, this drug should be used during pregnancy only if
clearly “ceded.
Labor and Delivery: DURICEF (cefadmxil  monohydrate,
USP) has not been studied for use during labor and d&very
Treatment should onlv be eiven if clearlv needed._ -
Nursing Mothers: Caution should be exercised when ce-
fadmxil  monohydrate  is administered to a nursing mother.
Pediatric Use: (See DOSAGE AND ADMINISTRATION.)

ADVRRSE REACTIONS
Gastrointestinal
Onset of pseudomembranous  colitis symptoms may occur
during or after antibiotic treatment (see WARNINGS). Dvs-
pep&, nausea and vomiting have been reported rarely. bi-
arrhea has also occurred.
Hypersensitivity
Allergies (in the form of rash, urticaria. ax&edema,  tid
Ijruritis)  have been observed. These reactias  usually sub-
sided upon discontinuation of the drug. Anaphylaxis  has
also been reported.
Other
Other reactions have included hepatic dysfunction includ-
ing cholestasis and elevations in serum  transaminase,  gen-
ital pruritus. ge’nital  moniliasis. vaginitis, moderate tran-
sient neutmpenia, fever. Agranulocytosis,  thrombocytope-

nia, idiosyncratic hepatic  failure, erythema  multiforme,
Stevedohuson  syndrome, serum sickuess, and &hmIgia
have been rarely reported.
In addition to the adverse reactions listed above which have
been observed in patients treated with cefadmxil. the fol-
lowing adverse reactions and altered laboratory teats  have
been reported for cephalosporin.class  antibiotics:
‘lhxic  epidermal  necmIysis. abdominal pain, superir&ection,
renal dysfuwtion,  toxic nepbmpathi  aplastic anemia, he-
m&-tic anemia, hen&&age,  pmlonged  prothmmbii time,
positive Cmmbs’test,  increasad  BUN, increased cm&nine,
eIwab?d  albaline  phospha*  &v&d  asp&ate amino-
transferwe  (AST),  e levated  alanine  aminotmnsferase
(ALT). elevati  bilibin,  elevated LXX-I,  eosinophiIia, pan-
CytopeDia,  rte”tropenia.
Several  cephaIcspxin8  have been implicated iu Mggwing
&ures.,  particqIarly  in patients with mna!  impairment,
when the dcsage  inas  not reduced (see DOSAGE AND AD-
MINESRATION and OVEBDOSAGE):  If seiziires:  associ-
ated with.drug  therapy occur; the drug should be diwnntim
“ed. Anticonv”l&lnt  ‘therapy can be given if cIinic&  indi-
cated. ..

OVERDGSAGE
Aatud~~fchik&n&dersix’yearsof&e~uggested&t
ing&icIn  of less thap 250 mgJ%g  of cephaloapwins  is not as-
sciiated  ti,th signtscant  outeomas. ,No action is required
other than general support and observation. For amounts
greater than  250 mgtkg,  induce gastric emptying.
lo five anuric patients, it was demonstrated that an average
of63+ofalg~raldaseise~~~e’~yduringa
6-8 hour hemodialysis  session.

DOSA~EANI?ADlKINISTRATION  :

DURICEF js acid-stable and may be admb&tered orally
tvithout  regvud  to meals. Administration with fmd may be
helpfuI  in diminishing potential  gz%3tmii~com~~
lcmsiollauy
klulti

associated with  oral ~~~~rill  thera~.,~
‘I .

tlrlnat$  Tra; bik&nr: I&iic&pIic&d  I&&r  win&y
met ipfections$e..  cystitis).+e  usual dosage.is 1 or2 g per
iay  in single (q.6) or divided doses &id.).
For alI other urinary tract iufections the.usuaI dosage is 2 g
xx day iu divided doses 6.i.d.).
Skin and Skin Struchwe  Infections: For sk& an& skin
Itru~infectionstheusualdosageislg~dayinsingle
‘q.d.)  or divided doses (b.i.d.). 9:

‘haryngitir  and Tonsillitis: Treatment of group A beta-
mnolytic  streptocoeeal pharyngiti  and.@$Iiti  - l.gpzr
lay in single (q.d., or divi$ed dwes  0+S, f”“? “ys.
:hildren
?or urinary tract infectious, the r.&nme;ded  daily d&age
br childrei is 30 m&g/day in divided doses every 12 hours.
‘or plmqmgitis,  +mndIitis,  and impetigo, the recommended
My dosage for children is 30 mg&May  in B single dose or
n equdy  divided doses every 12 hours. For other ti and
kin structure infections, the recommended daily dosage is
30 mglkglday in equally  divided doses every 12 houra.  In the
matment  of beta-hemolytic  streptoaxzal  i&&ions,  a ther-
xpeutic  dosage of DURICEF should be administered  for at
east 10 days.
3ee.ch-t for total daily dosage for &i&en.

DAILY  DOSAGE OF DUR!CEF@  SUSPENSION,

Llld’s  Weight ’

Ibs kg

L O 4.5

30 9.1
30 13.6
40 18.2
50 22.7

50 27.3

70 & above 31.8+

1 @P

2 bP
3 bP

4&P
5 kP
6 &P
-

-
1 kP

1% tsp

2bP
2?4  tsp

3 bP
-

1 kP
1% tsp

1M tsp

2bP

[n patients with renal impairment, the dosage of cefadroxil
monohydrate should be adjusted according to creatinine
:learance rates to prevent drug accumulation. The following
%+xh~le  is suggested. In adults, the initial dose is 1000 mg
d DURICEF (cefadmxil  monohydrate,  USP) and the main-
tenance dose (based on the creatinine clearance rate [mu
mink73  @I)  is 500 mg at the time intervals listed below.

Creatinine Clearances Dosage Interval

O-10 mUmin
lo-25 mumin
25-50 mUmin

3 6  h o u r s
24 hours
12 hours

Patients with creatinine clearance rates over 50 mumin
may be treated as if they were patients having normal renal
fuuction.

R~nstitution  Directions for Oral Suspension

Bottle Size &constitution  Directions

loo mL Suspend in a total  of 67 mL water. Method
Tap bottle light to loosen powder. Add 67 mL
of water in two p&ions. Shake weu after
each addition

75 DlL Susnend in B total  of 61 mL water.  Method:
tip-bottle light to loosen powder. Add 51 mL \

! of water in two portions. Shakewell  aRer
each addition.

::.
.:.  ‘.

Suspend in B total of 34 mL water -Methodz
Tap bottle  lightIy to Ioosen powder. Add 34
mL of water in two pawtials.  shake weu
aftereacbaddition  ._)”

HowsuPPIAED
DURICEEW  Mwimxil  monohydrate,  USP)  606 mg Cap
mik  opaque, in&i+& and white hard ‘&Iati capmdes, im-

:
:

printed with’ m &d “784’ on oiie end and with ;-’
TNJRF.XF”  and ‘560  mg”  on-the  &h&r  end. CapsuIes’iue
supplied as foIIows: .
NDC 6087-0784-67 BottIedt20
NDCPg37-0784& Bottleif
NDC 0087-0784-42 Bottle df loo  .I . :.
NM: 0087-0784-44 10 strips iif  10 indi+idwiU~  labeled

. I. blisters with 1 capsule pei  blister
;:

Store  at contmlled  room temper&we  (15*-30%).
‘.

DUFWElW  1 gram’&bIets:  white 0 niTwhite,-top  bii &.  I
wel  shaped, imprinted with “PPEP  on:one  side of&e  bii
and.?785 on the other side of.the  bise&Tabl&are  sup $:;2.

NDC 0087-6785-42 B&Jeoflcg  :c. : ,r. I : :,
NDcoo8Txl785-44 10 strips of 10 individually labeled

Misters with 1 tablet .pez.bIieter

‘NM: 0087-0183-41  ‘ioo &B&k ”
?rior  to mnstit”tioD:  store  at cctngd&I mom tempera-
lure (J543O’C). I _

-0Es
I. N&i&ml  Chum&k  ‘for iCYIi”Sd  ~ratm+%and&ds;(ts,
ippl+ved  Standard,‘P~~ ‘Standardiiti Anfimicm
did Disk Susceptibility Z&t,  4th Edition, Vol. 10 (7): I&%4,
?iIhwa,  PA, 4rii.~SSO.  2. Nati6imI Cmumi~  for CIM-
cd LaboratorJi  Stand&,  Ap@iedStanti  M&&fir
Xlwtion  Antimicrobial Susceptibil@ lhsts  for  Sacteria  tit
:r%w AembiazZly,  2nd Edition, Vol. 10 (8):‘M7-@,  ViII-
mwa, PA, April, 1990.
Y782DIM-66  ’ RevisedIdamli1989

‘- R3-BoO!-o3-99
3ristoLMyeti  Squibb Can&any A* ‘. I-
timbn,NJ  08543 ., -’ : ‘. ‘3. :
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Skown’in  f’mdwt  Identimn  Guide, page’308
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l. VAGINAL CREAM,
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